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RE: Amiodarone Hydrochloride Injection
450 mg/9 mL

ANDA SUITABILITY PETITION

The undersigned submits this Suitability Petition (the “Petition”) under the provisions of
the Federal Food, Drug and Cosmetic Act, Section 505(j)(2)(c) and 21 CFR 314.93 fo
request the Commissioner of Food and Drugs to allow submission of an abbreviated
new drug application (ANDA) for Amiodarone Hydrochloride Injection in a strength of
450 mg/9 mL, single use vial.

A. Action Requested

The Petitioner requests that the Commissioner of Food and Drugs permits a change in
the total drug content (strength) to allow for submission of an abbreviated new drug
application (ANDA) for Amiodarone Hydrochloride Injection in a strength of

450 mg/9 mL (50 mg/mL), single use vial. The basis of the Petition is the reference
listed drug product, Cordarone® l.V., marketed by the innovator, Wyeth Ayerst, which is
available in one presentation; a single use ampoule containing 150 mg/3 mL of
amiodarone hydrochloride. Wyeth Ayerst received approval for the 150 mg/3 mL
ampoule product under NDA 20-377 on August 3, 1995.

B. Statement Qf Grounds

The subject of the Petition for Amiodarone Hydrochloride Injection is to permit a change
in the total drug content (strength). The reference listed drug product, Cordarone® 1.V,
marketed by the innovator, Wyeth Ayerst, is available as a single use ampoule
containing 150 mg/3 mL.

Gensia Sicor’s proposed drug product will be packaged in a single use vial at the same
concentration, 50 mg/mL, as the reference listed drug product, but in a different
strength of 450 mg/9 mL.
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Route of
Product Dosage Form | Administration Strength
WYETH . | | .
, oL 150 mg Amiodarone/3 mL
AYERST'S Liquid Intravenous ;
Cordarone® ‘ Single Use Ampoule
GENSIA SICOR'S : SR 450 mg Amiodarone/9 mL
PROPOSED ‘ » Liquid Intravenous Sgi] ngle Use Vial
Amiodarone ' ‘ ‘

The proposed presentation contains the drug amount prescrlbed in the package insert
for dilution with 500 mL D,W to make an Amiodarone infusion. Since the need to open
multiple ampoules will be reduced, the proposed drug product will reduce the potential
for contamination resulting from the handling of the product, such as blood borne ;
pathogens from cut fmgers and glass particulates. The proposed presentatlon will also
provnde a reduction in hazardous waste disposal and cost for the course of therapy.

The subject drug is intended for use only as described in the Indlcatlons and Dosage
and Administration sections of the draft package insert appended in Attachment 1.
To support this petition, a Medical Rationale for the proposed product strength is
provided in Attachment 2.

Appended in Attachment 3 is the package lnsert for Cordarone® 1.V., marketed by
Wyeth Ayerst. The labeling for the proposed drug is essentlally ldentical fo that of
Wyeth Ayerst’s Cordarone, but differs only with respect to the descrlptlon of the
product, product name, dllutlon volume, the how-supplied statement, and the specific
manufacturers information.

C. Environmental Impact

In accord with 21 CFR 25.24(c)(1), an 'EnVIrOnm'enta'l"ImpaCt Analysis Statement is not
required if there is a determmatlon that Amlodarone Hydrochlorlde Injection i is surtable
for ANDA status
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D. Certification

The undersigned certifies that, to the best knowledge and belief of the undersigned, this
Petition includes all information and views on which the Petition relies, and that it
includes representative data and information known to the Petitioner, which are
unfavorable to the Petition. ‘ ~

We trust you will find the information in the Petition to be satisfactory for your review
and approval. If there are any questions or require further clarification, please do not
hesitate in contacting me at (949) 457-2848. | can also be contacted by facsimile at
(949) 583-7351.

Sincerely,

| Rosalie A. Lowe ; ,
Director, Regulatory Affairs

S:\Amiodarone 9mL\Suitability\A‘rhibdaronei'SQita‘bil’ity'Pétiﬁétr;i thiﬁb’djsﬂa‘gjé.ﬁd&" A
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[ Cordarone®

(amiodarone hydrochloride) :

_DESCRIPTION
fie HCI (CysHaoluNOwHC), & class lll antiarthythmic drug. Amiodarone HCl is (2-

Cordarone Intravenous (Cordarone 1.V contains amioda HC : {
phenyllmethanone hydrochloride. Amiodarone HGI has the following structural

butyl-3-benzofuran'yl)[4-[2-(diethylah‘iino)ethoxy]-3,5-di'

formula: : ’ . e e sk st
CHg .
! CHg
© 0
AL T
1 kCHQ
HCH

Amiodarone HCl is a white 1o slightly yellow crystalline powder, and is very slightly soluble in water. It has a molecular weight of 681.78 and
containg 37.3% ladine by weight. Cordarone 1.V, is a sterile clear, pale-yellow solution visually free from particulates. Each milliliter of the
Cordarone 1.V, formulation contains 50 mg of amiodarone HCl, 20.2 mg of benzyl aicohol, 100 mg of polysorbate 80, and water for injection.

CLINICAL PHARMACOLOGY
Mechanisms of Action
| Amiodarone is generally considered a class |il annarrhythmlc drug but it possesses electrophysiologic characteristics of all four Vaughan
2 X\gm:a::pceﬂta;ﬁ n thetic action. On
class 1l effect. The negative chronotropic e

| drugs, amiodarone bl S channels at rapid pacing frequencies, and like class Il drugs, it exerts a’
“with prolonged administration, is to lengthen the cardiac action potential, 2
o rodal t

1 t amiodarone in nodal tissues is similar to the effect of class IV drugs. In"addition to
blocking sodium channels, amiodarone blocks myocardial potassium channels, which contribiités to slowing of conduction and profongation
of refractoriness. The antisympathetic action and the block of calcium and potassiunichannels are responsible for the negative dromotropic
effects on the sinus node and for the slowing of conduction and prolongation of refractoriness in the atrioventricular (AV) node. lts
vasodilatory action can decrease >'workload gpd consequently myocardial oxygen ¢ B

oo

Cordarane .V, administration pralongs intranadal conduction (Atrial-His, AH) and refracioriness of the ventricular node (ERF AVN), but™ ™~ ¥
has little or' no effect on sirius cycle length (SCL), refractoriness of the right atrium and right ventricle (ERP RA and ERP RV), repolarization

(QTc), intraventricular duction (QRS), and infranodal conduction {His-ventricular, HV). A comparison of the electrophysiologic effects of

Cordarone 1.V. and o irdhe is shown in the table below. "

EFFECTS OF INTRAVENOUS AND ORAL CORDARONE ON ELECTROPHYSIOLOGIC PARAMETERS .
VERE AR LY : bttt g CERP ERP ERP . . .
Formulation SCL ’QHS QTc AH H‘V ‘ RA RV AVN
" e T Rperen <-> T P up R T T g RS g 'Up i LB
Oral <> up <=> up o up

— N change Py

At higher doses (>10 mg/kg) of Cordarone 1.V., prolongation of the ERP RV and modest prolongation of the QRS have been seen. These
differences between oral and intravenous administration suggest that the initial acute ffects of Cord 1.V. may be predominantly "
an intr n.delay and increased nodal refrat slow channel blockade (class IV

focused on the AV node, ausing an intranadal conduction. ¢
activity) and noncompetitive adrenergic antagonism (class I activity).

Pharmacokinetics and Metabolism

mplex disposition characteristics after intrav i 'ratjygn. P ‘m, qoricentraiions after single 5 mg/kg

15-minute intraven fusions in healthy subjects range between 5 and 41'mg/L."Peak concentrations after 10-minute infusions of 150 mg
Cordarone I.V. in patients with ventricular fibrillation (VF) or hemodynamically unstable ventricular tachycardia (VT) range between 7 and 26
mg/L. Due to rapid distribution, serum conce ns decline to 10% of peak values within 30 to 45 minutes after the end of the infusion. In
clinical trials, after 48 hours of continued inf (125, 5t 000 mg/day) plus supplemenital (150 mg) infusichs (for recurrent

0).

Amiodarone exhibits co

5, 500, of 1
arrhythmias), amiodafone mean serum concentrations between 0.7 to 1.4 mg/L were observed (n=260}

N-desethylamiodarone (DEA) is the major active metabolite of amiodarone in humans. DEA ricentrations above 0.05 mg/L. are not
usually séen until after several days of continuous infusion b it with prolonged therapy redeh approximately the same concentration as
amiodarone. The enzymes responsible for the N-deethylationi"are believed 0 be the cytochrome P-450 3A (CYP3A) subfamily, principally
CYP3A4. This isozyme is present in both the liver and intestines. The highly vanablé systemic availability of oral amiodarone may be
attributed potentially to large interindividual va /in CYP3A4 activity.
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Amiodarone ié_eliminatﬂed‘ primarily by hepatic metabolism and biliary excretion and there is negligible excretion of amiodarone or DEAin

urine. Neither amiodarone nor DEA is dialyzable. Amiodarone and DEA cross the placéntd and both appear in breast milk.

No data are available on the activity of DEA in humans, but in animals, it has significant electrophysiologic and antiarrhythmic effects
_ generally similar to amiodarone itseif. DEA's precise fole and contribution ta the antiarrthythmic activity of oral amiodarone are not certain.
The development of maximal v s IIl effects after oral Cordarone administration in humans correlates more closely with DEA
accumulation over time than w mulation, O th d (s8e CUNICAL TRIALS), aftér Cordarone LV.
administration, there is evidence of activity well before significant coficentrations of DEA are attained. ) '

The following table summarizes the mean ranges of pharmacokinetic pérameta s of amiodardhie réported in single dose i.v. (S mg/kg over
15 min) studies of healthy SUbjects. ™ et o i s L e s e s

PHARMACOKINETIC PROFILE AFTERLY.

AMIODARONE ADMINI :
Clearance - TV ti
Drug (mL(h/kg) (days)
‘Amiddaroyne ’ L R e ) 90:1~;5§~ W ey ] 20-47
Desethylamiodarone : 197-290 -

>/=AMI 1,
Notes: V ¢ and V s deriote the central and steady-state volumes of distribution from i.v. studies. ——

“-" denotes not available, "

Desethylamiodarone clearance and volume involve an unknown bio'trénsvfyo‘rjnjatj' n factor.
The systemic availability of oral amiodarone in heaithy subjects ranges between 33% and 65%.
From in vitro studies, the protein binding of amiodarone is >96%.

In clinical studies of 2 to 7 days, clearance of amiodarone after intravenous administration in patients with VT and VF ranged between 220
and 440 mL/h/kg. Age, sex, renal disease, and hepatic disease (cirthosis) do not have marked effects on the disposition of amiodarone or
DEA. Renal impairment does not influence the pharmacokinetics of amiodarone. After a singlé dose of Cordarone 1.V. in cirrhotic patients,

significantly lower Cr, and average ‘Goticentration values are seen for DEA, but mean amiodarone levels are unchanged. Normal subjects
over 65 years of age show lower clearances (about 1 00 mL/hr/kg) than youriger subjects {about 150 mL/hi/kg) and an increase in b, from

about 20 to 47 days. In patierits with severe left ventricular dysfunction, the pharmacokinetics of amiodarone are not significantly altered but
the terminal disposition t,, of DEA is prolonged. Although o dosage adjustment for patients with renal, hepatic, of cardiac abnormalities
has been defined during chronic treatment with oral Cordaroné, close clinical monitoring is prudent for elderly patients and those with
severe left ventricular dysfunction. T e e L ST

There is no established refationship between drug concentration and therapeutic response for shori-term intravenous use. Steady-state
amiodarone concentrations of 1 o 2 5 mg/L have been associated with antiarrhythmic effects and acceptable toxicity following chronic oral
Cordarone therapy. S e : : I . :

Pharmacodynamics

Cordarone LV. has been reported to produce negative inotropic and vasodilatory effects in animals and humans. In clinical studies of
patients with refractory VF -or hemodynamically unstable VT, treatment-emergent, drug-related hypotension occurred in 288 of 1836 patients
(16%) treated with Cordarone L.V. No correlations were seen between the baseline ejection fraction and the occurrence of clinicalty

significant hypotension during infusion of Cordarond [V, e it e b e e i

Clinical Trials

Apart from studies in patients with VT or VF, described below, there are two other studies of amiodarone showing an antiarrhythmic effect

before significant levels of DEA could have accumulated. A placebo-controlled study of i.v. amiodarone (300 mg over 2 hours followed by
1200 mg/day) in post-caronary artery bypass graft patients with supraventricular and 2- to 3-consecutive-beat ventricular arrhythmias
showed a reduction in arrhythmias from 12 hours ' ine-controlled study using & similar i.v. ‘regimen in patients with recurrent,
refractory VT/VF also showed rapid onset of antiarrhythmic Activity: amiodarone therapy reduced episodes of VT by 85% compared to
baseline. ’ e : :

The acute effectiveness of Cordarone |.V. in suppressing recurrent VF or hemodynamically unstable VT is supported by two randomized,
parallel, dose-response studies of : roximatély 300 patients each. In these studies, patients with at least two episodes of VF or
hemodynamically unstable VT in the preceding 24 hours were randormly assigned 16 receive doses of approximately 125 or 1000 mg over
the first 24 hours, an 8-fold difference. In oné study, a middie dose of approximately 500 mg was ‘evaluated. The dose regimen consisted of
an initial rapid loading infusion, followed by & slower 6-hour [oading infusion, and then an 18-hour maintenance infusion. The maintenance
infusion was continued up to hour 48. Additional 10-minute infusions of 150 mg Cordarone 1.V. were given for "breakthrough’ VT/VF more
frequentiy to the 125-mg dose group, thereby considerably ¢ing the planned 8-fold differences in fotal dose to 1.8- and 2.6- fold,
respectively, in the two studies, i o

The prospectively defined primary efficacy end point was the rate of VT/VF episodes per hour. For both studies, the median rate was 0.02
episodes per hour in patients receiving the high dose and 0.07 episodes per hour in"patients receiving the low dose, or approximately 0.5
versus 1.7 episodes per day (p=0.07, 2-sided, in both siudies). In one study, the time to first episode of VT/VF was significantly prolonged
(approximately 10 hours in patients réceiving the low dose and 14 hours in patients receiving the high dose). In both studies, significantly
fewer supplemental infusions were given to patients in the high-dose group. Mortality was ot affected in these studies; at the end of

| double-blind therapy or after 48 hours, all patients were given open access to whatever treatment (including Cordarone 1.V.) was deemed
necessary. R TR = B ] ol ud ’ ’
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__AMIODARONE HY.

INDICATIONS AND USAGE

LR T

T

[ Cordarone LV. is indicated for initiation of treatment and propi:o;'iaxié of frequently recurring venfrcilat fibrillation and hemodynamically

unstable ventricular tachycardia in patients refractory 1o other therapy. Cordarone |.V. also ¢an be used to treat patients with VT/VF for
whom oral Cordarong is indicated, but who are unable to take oral medication. During or after treatment with Cordarone 1.V., patients may

be transferred to oral Cordarone theraby (see 'DOSAGE AND ADMINISTRATION).
Cordarone {.V. should be used for acute treatment until the patient's ventricular arthythmias are éiabilized.‘ Most patients will require this
therapy for 48 to 96 hours, but Cordardne 1LV, may 'be safely administered for longer periods if necessary. :

CONTRAINDICATIONS

Cordarone 1.V. is contraindicated in patients with knowh hy' ersenéi‘fiv‘ityﬂid any of the comporients of Cordarone 1.V., or in patients with
cardiogenic shock, marked sinus bradycardia, and second- or third-degree AV block unless a functioning pacemaker is available.
WARNINGS

Hypotension

Hypotension is the most common adverse effect seen with Cordarone LV. In clinical trials, treatment-etmergent, drug-related hypotension
was reported as an adverse effect in 288 (16%) of 1846 patients treated with Cordarone V. Clinically significant hypotension during
infusions was seen most often in the first several hours of treatment and was tiot dose related, but appeared io be related to the rate of
infusion. Hypotension ne itating alterations in Cordarchie 1.V, therapy was reported in 3% of patients, with permanent discontinuation
required in less than 2% o patiétits. Hypotension should be treated initially by slowing the infusion: additional standard therapy may be
R needed, including the following: Vasapressor drugs, positive inotropic agents, and volume expansion. The initial rate of infusion should

be moniored closely and should not exceed that prescr ed in DOSAGE AND ADMINISTRATION. I T

Bradycardia and AV B

—_

Drug-~related bradycardia occurred in 90 (4.9%)} of 1836 patients in clinical
VT/VF; it was not dose-related. Bradycardia should b te'd
inserting a pacemaker Is re d. Despite such medsiites, bradycardia was progressive and términal in 1 patient during the controlled
trials. Patients with a known predisposition to bradycardia or AV block should be treated with Cordarone 1.V. in a setting where a temporary
pacemaker is available. R B ' :

eréreceiving Cordarone 1.V. for fife-threatening
ated by slowing the infusion rate of discontinuing Cordarone LV. In some patients,

4 Long-Term Use

See labeling for oral Cordarone. There has been limited experience in patients receiving Cordarone L.V. for longer than 3 weeks.
Neonatal Hypo- or Hyperthyroidism k B
Although Cordarone use during prégnancy is uncommon, there have been a small number of published reports of congenital

goiter/hypothyroidism and hyperthyroidism associated with its oral administration. if Cordarone L.V. is administered during pregnancy, the
patient should be apprised of the potential hazard to the fetus. o SR AL PERR ’ : . B

PRECAUTIONS

Cordarone |.V. should be administered only by physicians Who are experienced in the treatment of life-threatening arrhythmias, who are
thoroughly familiar with the risks ar d benefits of Cordarone therapy, and who have access 10 facilities' adequate for monitoring the
effectiveness and side effects of treafimient. e o . . : S

Liver Enzyme Elevations

Elevations of blood hepatic enzyme values--alanine aminotransferase (ALT), aspartate aminotransf
transferase (GGT)--are seen commonly in patients with imn ediately life-threatening VT/VF. fntérpreting efevated AST activity can be difficutt
because the vajues may be elevated in patients who hav cent myocardial infasction, congestive heart failure, or multiple electrical
defibrillations. Approximately 54%, of patients receiving Cordaroie LV. in clinical studies had baseline liver enzyme elevations, and 13% had
clinically significant elevations. In 81% of patients with both baseline and on-therapy data available, the liver enzyme elevations either

improved during therapy or remained at baseline levels, Baseline abn rmalities in hepatic enzymes are nota contraindication to treatment.

erase (AST), and gamma-glutamyt

Two (2) cases of fatal hepatocellular necrosis after treatment with Cordarone |.V. have been reported. The patients, one 28 yeéars of age ek
and the other 60 years of age, were treated for atrial arrhythmias with an initial infusion of 1500 mg over 5 hours, a rate much higher than
recommended. Both patients developed hepatic and renat failure wi hin 24 Rbrs after the stant of Cordarone 1.V, treatment and died on day
14 and day 4, respectively. Because these episodes of hepatic nécrosis may have been ‘the tapid rate of infusion with possible rate-

d

related hypotension, the initial rate of infusion should be monitored closely and shoulc that prescribed in DOSAGE AND
ADMINISTRATION . S R e e

n

In patients with [ife-threatening arrhythmias, the potential risk of hépatic injury should be weighed against the potential benefit of Cordarone
LV. therapy, but patients receiving Cordarone L.V. should be monitored carefully for evidence of progressive hepatic injury. Consideration
| should be given to reducing the rate of administration or withdrawing Cordarone 1.V, in such cases.

1. Revise to Gensia Sicor's product name.




Proarrhythmia

Pulmonary Disorders

ARDS

and radiographic picture can arse after
resuscitation, and aspiration pneumon

Pulmonary fibrosis

Only 1 of more than 1000 patients treate
was diagnosed 3 months after treatment

Surgery

Drug interactions

Amiodarone can inhibit metabolism medi
1 Cordarone (and presiimably Cordarche |
interactions have aiso been
producing a significant effe
life of amiodarone, drug inte

el

ra

other therapeutic agents.

Two percent (2%) of patients were reported to have adult respi
characterized by bilateral, diffuse pulmonary infiltrates with pulm

stermine what role, if any, Cordarone 1.V. played in causing or exace

Until further studies have been performed,
Pa0,) be closely monitored in patients on Cordarone.

interactions with Cordarone 1.V. Except as rioted, the following tables summarize the im‘portant interactions between oral Cordarone and

" Like all antiarrhythmic agents, Cordarone 1.V, may cause a woréenihg of
Proarrhythmia, primarily torsades de pointes, has been as!

d be mionitored for QTc prolon

AMIODARONE HYDROCHLORIDE INJECTION

al maceutlcQI;s,‘flhé. .
ANDA Suitability Petition

existing arrhythmias or precipitate a new arrhythmia.

ed with prolongation by Cordarone LV. of the QTc interval to 500 ms or
greater. Although QTc prolongation occurred frequently in 4§ ¥éceiving Cordarone LV, torsades de pointés or new-onset VF occurred
infrequently (fess than 2%). Patients shoul

gation during infusion with Cordarone 1.V,

Postoperatively, occurrences of ARDS have been reported in patients receiving oral Cordarone therapy who have undergone either cardiac
or noncardiac surgery. Athough patients tisually respond well to vigorous respiratory therapy, in rare instances the outcome has been fatal. :
it is recommended ;that“l‘?iloyzvanq the determinants of oxygen delivery to the tissues (e.g., Sa0,, e

d with Cordarone 1.V. in clinical

, afte ent with Cordarong 1.V., duing which time she réceived oral Cordarone. Pulmonary toxicity is a well-
recognized complication of long-term Cordarone use {see labeling for oral Cordargne). T e e o

ated by cytochrome P-‘}so epzymeé, probably accounting for the significant effects of oral

ratory distress syndrome (ARDS) during clinical studies. ARDS is a disorder

onary edema and varying degrees of respiratory insufficiency. The clinical
variety of lung injuries, such as those resulting from trauma, shock, prolonged cardiopulmonary

&bnditions present in many of the patien s enifolled in the clinical studies. ft is not possible to

rbating the puimonary disorder in those patients.

studies develaped pulmonary fibrosis. in that patient, the condition

Close perioperative monitoring is recommended in patients undergoing general anesthesia who are on amiodarone therapy as they may be
more sensitive to the myocardial depressant and eonduction defects of halogenated inhalational anesthetics.

V) on the pharmacokinetics of various therapeutic agents including digoxin, quinidine,

procainamide, warfarin (CYP2C9), dextromethorphan (CYP2D8), and ¢yclosporine (CYP3A4). Hemodynamic and electrophysiologic
> oncomitant administration with propranolol, diltiazem, and verapamil. Conversely, agents
pharmacckinetics include phenytoin, cimetidine, and cholestyramine. Because of the long half-

ftsist long after discontinuation of drug admiinistration. Few data are available on drug o

SUMMARY OF DRUG INTERACTIONS WITH

CORDARONE )
Drugs Whose Effects May Be Increased by Cordaron

Concomitant Drug

Warfarin

Digoxin

Quinidine

Procainamide o

Disopyram

&

p!
creatinine, despite reduction in dose of cyclosporine.

Eentanyl
Flecainide “Hodiices the dose of flecainide néeded plasina concentrations.
1 Lidocaine “Oral: Sinus bradycardia was observed i ofal Cordarons Wha was given
lidocaine for local anesthesia. )
Sheiated with i F lidocaine concentrations was obsérved in one patient.
Cyclosporine “~Produces persisténtly elévated

lasma concentrations of Gyclospotine resulting in elevated

SUMMARY OF DRUG INTERACTIONS W!
CORDARONE  ~

Drugs that May |nterfere. with

the Actioris of Cordarone

Concofnftant brug
Cholestyramine "

Jhieraction

and may reduce serum levels and tq.

Cimetidine

Phenytoin '

1. Revise to Gensia Sicor ;produc‘t name.
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[ Potential drug class interactions witfi Cordarone
Beta Blockers: Since Cordarone has weak beta blocking activity, use with beta blocking agents could increase risk of hypotension and
Calcium Channel Blockers: Cordarone inhibits atrioventricufar conduction and decreases myocardial contractility, increasing the risk of AV
block with verapamil or diltiazem’or of Hypctension with any calcium channel blocker.
Volatife Anesthetic Agents: (see PRECAUTIONS -- Surgery). ' ' k o ) ' S
In addition to the interactions noted above, chronic (>2 wéeks) oral Cordarone adminis‘trétiéri ‘impa‘ifsy metabolism of phenytoin,
dextromethorphan, and methotrexate.
Electrolyte Disturbances
Patients with hypokalemia or hypomagnesemia should have the condition corrected whenever possible before being treated with Cordarone
1.V, as these disorders can exaggerate the degree of QTc prolongation and increase the potential for torsades de pointes. Special attention
should be given to electrolyte and acid-base balance in patients experiencing severe or profonged diarrhea or in patients receiving )
concomitant diuretics. - o AR i s e :
: . . =
Carcinogenesis, Mutagenesis, Impairment of Fertility »
No carcinogenicity studies were conducted with Cordarone L.V. However, oral Cordarone caused a statistically significant, dose-related
| increase in the incidence of thyroid tumors (follicular adenpma and/or carcinoma) in rats. The incidence of thyroid tumors in rats was greater
than the incidence in contidls even at the lowest dose level di.e., 5mg/kg/day (approximately 0.08 times the maximum recommended
human maintenance dose”). S : St S S S ; :
Mutagenicity studies conducted with amiodarone HC! (Ames, micronudeus, ‘and lysogenic induction tests) were negative.
No fertility studies were condugted with Cordarone V. However, in a study in which afioda \ | was orally administered to male and
female rats, beginning 9 weeks prior to fiiating, reduced fertility was obsarved at a dose level of 90 mg/kg/day {approximately 1.4 times the
maximum recommended human maintenance dose™). e .
*800'mg in a 50 kg patient (dose compared on a body suﬁace area basis)
1 Pregnancy

Category D. See WARNINGS and Neonatal Hypo-or Hyperthyroidism .

@, . . In addition fo causing infrequent congenital goiter/hypothyroidism and hyperihyroidisrh, amiodarone has caused a variety of adverse effects

’ T i | inanimals. AT k ! ‘

In a reproductive study in which amiodarone was given intravenously to rabbits at dosages of 5, 10, or 25 mg/kg per day (about 0.1, 0.3, -

and 0.7 times the maximum recommended hman dose [MRHD] on a body surface area basis), maternal deaths occurred in all groups,
including controls. Embryotoxicity (as manifested by fewer full-term fetuses and increased ‘resorptions with concomitantly lower litter
weights) occurred at dosages of 10 mglkg and above. No evidence of embryotoxicity was observed at 5 mg/kg and no teratogenicity was
observed at any dosages. e B . ) S e

In a teratology study in which amiodarone was administered by continuous i.v, infusion to rats at dosages of 25, 50, or 100 mg/kg per day
(about 0.4, 0.7, and 1.4 times the MRHD when compared oni'a body surface area basis), ratéral toxicity (as evidenced by reduced weight
gain and food consymption) and embryotaxicity (as evidenced by increased résarptions, decreased live litter size, reduced body weights,
and retarded sternum and metacarpal ossification) were observed in the 100 mg/kg group.

Cordarone 1.V. should be used during pregnancy only if the potential benefit to the mothier justiﬂeéuthé risk to the fetus, T e s
Nursing Mothers R

Amiodarone is excreted in human milk, suggesting that breast-feeding could expose the nursing infant ‘to’a sié;niﬁcént dose of the drug.
Nursing offspring of lactating rats ‘administered amiodarone have demonstrated reduced viability and reduced body weight gains. The risk of
exposing the infant to amiodarone should be weighed against the potential bensfit of arrhythmia suppression in the mother. The mother

should be advised to discontinue'hursihg;’ -
Labor and Delivery

It is not known whether the use of Cordarone during labor of delivery has any immediate or delayed adverse effects. Preclinical studies in
rodents have riot shown any efféct on the duration of gestation or on parturition. )

Pediatric Use

The safety and efficacy of Cordarone in the pediatric population have not been established:; therefore, its use in pediatric patients is not
recommended. ; : . .

LCordaror\e 1.V contains the preservative benzyl alcohol (see DESCRIPTION). There have been reports of fatal "gasping syndrome" in

neonates (children Tess than one month of age) following the administration of intravenous solutions containing the preservative benzyl
alcohol. ) B RN R S S TR e i .

Symptoms include a s}filgjng onset of gasping respiration, hypotension, bradycardia, and cardiovascular collapse.

1. Revise to Gensia Sicor's product name.
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Geriatric Use

-~ Clinical studies of Cordarone LV. did not include sufficient rjymfbw‘eﬂ_‘,rsho!, subjects aged 85 and over to determine whether they respond
differently from younger subjects. Other réported clinical expérierice has not identified differences In responses between the elderly and

younger patients. In'general, dose selection for an eldéﬂy patient should be cautious, usually starting at the fow end of the, dosing range,
reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

ADVERSE REACTIONS

In a total of 1836 patients in controlled and uncontrofied clinical trials, 14% of patients received Cordarone 1.V. for at least 1 week, 5%
received it for at least 2 weeks, 2% réceived it for at least 3 weeks, and 1% received it for more than 3 Weeks, without an increased
incidence of severe adverse reactions. T edl ation of therapy in these studies was 5.6 ¢ median exposure was 3.7 days.

me se effec ‘ estieléctromechanical 'dissociéiibn (EMD),
cardiogenic shock, congestive heart failure, bradycardia, liver function test abnotmalities, VT, and AV block. Overall, tréatmient was

discontinued for about 9% of the patients bécause of adverse effects. The most common adverss effects leading to discontinuation of

Cordarone LV. therapy were hypotension {1.6%), asystole/cardiac afrest/EMD (1.2%), VT (1.1%), and cardiogenic shock (1%).

The most important treatment-emergent adverse effects were hypotension, asystole/cardiac arrest/electrom

The following table lists the most common (incidence >/=2%) treatment-emergent adverse events during Cordarone iv. iherapy considered
at least possibly drug-related. These data were collected from the Wyeth-Ayerst, clinical trials involving 1836 patients with life-threatening
VT/VF. Data from all assigned treatment groups are pooled because none of the adv events g red to be dose-related. )

SUMMARY TABULATION OF TREATMENT-EMERGENT DRUG-RELATED STUDY EVENTS IN PATIENTS REC

" CORDARONE LV, IN CONTROLLED AND OPEN-LABEL STUDIES

(>/=2% INCIDENCE)
Controlled Open-Label
Studies’™ i Studies Total
Study Event {n=814) {n=1022) {n=1836)
Body as a Whole : E e S i b
Fever 24 (2.9%) 13 (1.2%) 37 (2.0%)
Cardiovascular System S B s s e R
Bradycardia o 49 (6.0%) 41 (4.0%) 920 {4.9%)
Congestive heart failure 18 (2.2%) 21 (2.0%) 39 {2.1%)
Heart arrest 29 (3.5%) 26 (2.5%) 55 (2.9%)
Hypotension 165 (20.2%) 123 (12.0%)}) 288 (15.6%)
Ventricular tachycardia 15 {1.8%) 30 {2.9%) 45 (2.4%)
Digestive System : i AN . i o
Liver function tests abnormal 35 (4.2%) 29 (2.8%) (8.4%)
Nausea e - 9 (3.5%) 43 (4.2%) 72 (3.9%)

Other treatment-emergent possiblyidrué;t;e’{amtéa ‘adverse events r{e"p'dr‘ted in less than 2% of patients recelvmbg‘ Cordarone V. in Wyeth:
Ayerst controlled and uncontrolled studies included the following: abnormal kidney function; atrial fibrillation, diarrhea, increased ALT,

increased AST, lurig"édema, nodal arrhythiniia, prolonged QT interval, respiratory disorder, shock, sinus bradycardia, Stevens-Johnson
syndrome, thrombocytopenia, VF, and vomiting.

in postmarketing surveillance, toxic epidermal necrolysis, pancytopenia, neutropenia, angioedema, and anaphylactic shock also has been
reported with amiodarone therapy.

OVERDOSAGE

t overdose of Cordarone LV, are hypotension, cardiogenic shock, bradycardia, AV block, and

The most likely effects of an inadvertent overdose ol

hepatotoxicity. Hypotension and cardi sgenic shock should be treated by slowing the infusion rate or with standard therapy: vasopressor
drugs, positive inotropic agents, and volume expansion. Bradycardia and AV block may require temporary pacing. Hepatic enzyme
concentrations should be monitored closely. Amiodarone is not dialyzable, -

| DOSAGE AND ADMINISTRATION

Amiodarone shows considerable interindividual variation in response. Thus, although a starting dose adequate o suppress life-threatening
arrhythmias is needed, close monitoring with adjustment of dose as needed js essential, Thg're(:ommendgd starting dose of Cordarone V.

is about 1000 mg over the first 24 hours of therapy, delivered by the following infusion Tegimén: "

CORbARONE IN'A DOSE_HEQQMMENDATIONS
-~ FIRST 24 HOURS " "™+
Loading inquiqns ’ ’
FirstRapid: ~""'150'mg over the FIRST 10 minutes (15 mg/min). ~~~ oo
Add 3'mL of Cordarone LV. {150 mg) to 100 mL D:W (concentration = 1.5 mg/mL).
Infuse 100 mL over 10 minutes.” : ‘ e . .
s (1 mg/min).

LFolIowed bySiow: 360 mg over 1

Add 18 mL of Cordarone 1.V, (800 mg) to 500 mL DsW (concentration
540 Ver the REMAINING 18 hours (0.5 mg/min).
Decrease the rate of the slow loading infusion to 0.5 mg/min.

1.8 mg/mL).
Maintenance infusi BT R

1. Revise to Gensia Sic

or’
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i infusion rate of 0.5 mg/min (720 mg/24 hours) should be continued utilizing & concentration of 1
to 6 mg/mL (Cordarone 1.V. conce ons ‘greater than 2 mg/ml stiould be administered via a central venous catheter). In the event of
breakthrough episodes of VF or hel dyfamically unstable VT, 150-mg supplemental infusion of Cordarohe 1.V. mixed in 100 mL of DW
may be administered. Such infusions should be administered over 10 minutes to minimize the poténtial for hypotension. The rate of the

After the first 24 hours, the maintenarice

maintenance infusion tay be increased to chieve effective drrhythmia suppression. o
The first 24-hour dose may be individualized for each patient; however, in controlled clinical trials, mean daily doses above 2100 mg were
associated with an increased risk of h ension. The initial infusion rate should not exceed 30 mg/min,

Based on the experience from clinical studies of Cordarone I.V., a maintenance infusion of Up to 0.5 ‘mg/min can be cautiously continued for " FT
2 1o 3 Weeks regardiess of the patient's age, vanal function, or left ventricular function. There has been limited experience in patients '
receiving Cordarone {.V. for longer than 3 weeks. e e e S B R R B R T B

The surface properties of solutions containing injectable amikodaronek_a
reduction May lead to undgrdo§§gé ‘of the patient by up to 30% if drop
delivered by a“vol,umetric infusion pump.

be reduced. This
one LV. must be -

Cordarone L.V, should, whenever possible, be édminiSféred ihrough a central venous catheter dedicated to that purpose. An in-line filter

should be used during administration. . [
Cordarone 1.V, concentrations greater than 3 mg/mL in D:W have been associated with a high incidence of peripheral vein phiebitis; :
however. coricentrations of 2.5 mig/mL or less appear to be less irtating. Therefore, for infusions longer than 1 hour, Cordarone 1.V.

concentrations should not ‘exceed 2 ﬂmg/mL unless a central venous gya'ghegernis used. o
Cordarone 1.V. infusions exceeding 2 hours must be é&rﬁfnistéréd in désé oF polyolefin bottles ‘c,omainihgstw."Usé: of evacuated glass vl
containers for ,andmixih"g Cordarsihe LV, is not recommind inct kmpyagibility with a buffer in the container may cause precipitation. -

it is well kriown that amiodarone adsorbs to polyvinyl chloride (PVC) tubing and the clinical trial dose ‘adryniniét/rét"ipr} schedule’ was designed

1o account for this adsorption. Al of the clinical trials were ‘conducted using PVC tubing and its use is therefore recomifiiended. The

concentrations and rates of infusion provided in DOSAGE AND ADMINISTRATION refiect doses identified in these studies. It is important

that the recommended infusion fegimeri be followed closely. A D e R i ki

Cordarone 1.V. has been found to leach out plasticizers, i}wclbding DEHP [di-(2-'ethylhexyl) phthalate] from intravenous tubing (including PVC
tubing). The degree of leaching increases when infusing Cordarone 1.V, at higher coricentrations and lower flow rates than provided in
DOSAGE AND ADMINISTRATION . ‘ T S s SR R e e e e

Cordarone 1.V. does not need to be protected from light dunngadmnmstra’uon B e e
_ AMIODARONE HC! ‘SOLUquNSTA ILITY : S o ‘
Conicentration ’ s U I B s S G e e e e ey .
Solution (mg/mL) ) Container ; Commients ) i b
5% Dextrose in Water (DW) TioB0 e sipye T T e phgsically corpatible,
3 . ; ) o with amiodarone loss <10%
oo gt @ NOUSS. S e ‘
5% Dextrose in Water { DW) 1.0-6.0 " Polyolefin, Glass T physically compatible, e
with no amiodarone loss
at24 hours. T e PR
Admixture‘!ncqmpati‘bﬁlity o B sl e b
Cordarone 1.V. in DsW is incompatible with the ‘ydrugs sho‘wnkbyelow. ’
Y-SITE INJECTION INCOMPATIBILITY ' ) :
Drug i v\/)e}hicleﬁ : Amiodaronemcyp"“" entration Comments
Aminophylline o DWW e R e g " Precipitate e
Cefamandole Nafate R £ Precipitate ' o
Cetazolin Sodium Preécipitate S
Mezlocillin Sodium - "o =Precipitate

Heparin Sodiu
Sodium Bicarbonaté

-Precipitate
Precipitate

intravenous to Oral Transition

Patients whose arrhythmias have been suppresse&by Cordarone AA may be switched 16
from intravenous to oral administr: of Gordarone will depend on the doseé of Cordarone |
bioavailability of oral Cordarone. When changing 16 oral Cordarone therapy, clinical monitori
patients. ‘ e e : S U

rone. The optimai dose for changing
dy administered, as well as the
rimended, particularly for elderly

| The following table provides suggested doses of oral Cordarone to be initiated after varying durations of Cordarone .V. administration,
These recommendations are made on the basis of a comiparable total body amount of amiodarqngdeﬁvgred by the intravenous and oral

routes; based on 50% bicavailability of oral amiodarone. )

1. Revise to qensia,ts,;;;@;f‘gKgp;gauct'namg;f"fv S
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: AMIODARONE HYDROCHLORIDE ‘INJECTION

 RECOMMENDATIONS FOR ORAL . ~
DOSAGE AFTER LV. INFUSION o

Duration of “nitial Daily Dose of
" ’ Cordarone I.\/ Infusion # Oral Cordarone
1 =3 weoks

\-# Assuming a 720 mg/day infusion (0.5 mg/min).
*Cordarone l V |s not mtended for matntenance tre

HOW SUPPLIED
rCordarone® LV. (amiodarone HCI) is availablé in packages of 10 ampuls (2 cartons each containing 5 ampuls), 3 mL each, as follows:
|50 mg per mL. NDC 0008-0814-01. - ' R

Store at room temperature, 15° to 25°C (59° to 77°F) h : B ' : .

Protect from light and excessive heat.
Use carton to protect contents from llght until used

Wyeth Laboratories
A Wyeth-Ayerst Company
3 Philadeiphia. PA 19101

[Manufactured by: ' o B - " ke

\.by arrangement with Sanofi S.A.
ClI5032-4 Revised October 27, 2000 o o
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Medical Rationale

Amiodarone Hydrochloride Injection, 450 mg/9 mL
PHARMACOLOGY:

Amiodarone is generally considered a class i1 antiarrhythmic drug, with
electrophysiologic characteristics to block sodium channels at rapid pacing frequencies
and to exert a noncompetitive antisympathetic action. With prolonged administration,
the cardiac action potential is lengthened. In addition to blocking sodium channels,
amiodarone blocks myocardial potassium channels, whicl butes to slowing of
conduction and prolongation of refractoriness. he antisympathetic action and the

block of calcium and potassium channels are responsible for the negative dromotropic

effects on the sinus node and for the slowing of conduction and prolongation of

refractoriness in the atrioventricular (AV) node. lts vasodilatory action can decrease

cardiac workload and consequently myocardial oxygen consumption.

INDICATIONS FOR USE:

_Amiodarone is indicated for initiation of treatment and pr‘ophyi‘(ékis of frequently R e e

recurring ventricular fibrillation i hemodynamically unstable ventricular tachycardia in

patients refractory to other therapy. Amiodarone also can be used to treat patients with

VT/VE who are unable to take oral medication. During or after treatment with

Amiodarone, patients may be transferred to oral therapy. -

DOSAGE:

Amiodarone is administered intravenously. The recommended Stggting dose of

Amiodarone is 1050 mg over the first 24 hours of therapy usmg the following loading

infusions:

concentration of 15mg/mL mD5W o

360 mg over the next 6 hours (1 ‘mfg'/‘min'), using a concentration
of 1.8 mg/mL in D;W (450mg Amiodarone in 250mL. D;W or 900
mg Amiodarone in 500 mL D;W). |

540 mg over the remaining 18 hours (0.5 mg/min), usinga
concentration of 1.8 mg/mL in D;W (450mg Amiodarone in 250mL
D,W or 900 mg Amiodarone in 500 mL DsW). '

After the initial dosing, 360mg of Amiodarone is normally administered over a 12-hour

period and 720 mg of Amiodarone is nggmgﬂyuadminié‘tér’ed__o\/gr; a 24-hour period,

using an infusion rate of 0.5 mg/min.

S:\Amiodafone omL\Suitability\Amiodarone Suitability Petition 9mbL Dosagé.doc’

150 mg over the first 10 minutes (15 mg/min), usinga s
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Concentrations gréater than 2 mg/mL should be administered using a central venous

catheter, and concentrations of 3 mg/mL and higher, in D;W, have been associated
with high incidence of peripheral vein phiebitis. ~

Most patients will require this therapy for 48 to 96 hours, but Amiodarone may be safely
administered for longer petiodsklifpec;gggaljy.‘”‘ ‘ ‘ '

RATIONALE:

The currently marketed product, Cordarone® I.V., is available in one size - 150 mg
single use ampoule. After a bolus injection the Dosage and Administration section of ' o
the package insert directs the practitioner to prepare an infusion sol DT i e st
concentration of 1.8 mg/mL by adding 900 mg Amiodarone to, L |
research commissioned by Gensia Sicor suggests that about half of cur rent Cordarone

users prepare this infusion by adding 450mg of Amiodarone to 250 mLof DW. The
primary reason for this practice appears to be related to cost control and a desire by the

practitioner to simplify th‘e infusion preparation process.

The proposed strength is intended to provide the practitidner with adg!it\ional(ﬂexibility in
compounding the 1.8 mg/mL concentration of Amiodarone. Specifically, when using the

*‘proposed Gensia Sicor product of 450 mg/9 mL, one would require only 1 (one) vial of
product instead of (three) ampoules (150 mg/3 mL) of Cordarone®.

The proposed product size, 450 mg/9 mL, does not pose a question of safety or
effectiveness because the uses, doses, and route of administration of the proposed
product are the same as those of the listed drug. The sole difference is the total

s
&
#

- Market research indicates that the proposed 450 mg product would be well received
and convenient for practitioners as the 450 mg size conforms to the directions in the ]
package insert for preparation of the 1.8 mg/mL infusion. Additionally, the 450 mg~
strength would reduce the number f drug containers to be opened, reduce the
potential for contamination resu om the handling of the product, such as blood
borne pathogens from cut fingers and glass particulates, and increase safety (i.e.,
prevention of cuts caused by opening ampoules). a o

The availability of Amiodarone in a single use vial of contajxjing 450 mg will offera
reduction in waste disposal compared to Cordarone® 1.V., because fewer drug

containers are required to dose in the range set forth in the approved labeling.

SUMMARY:

|nsummary the 'é'vféi'lébili"ty of Amiodarone HydroChI'oridg_!'njectio‘n in @ 450 mg single

dose vial will offer safety, convenience and cost savings advantages over Cordarone

' S:\Amiodarone 9mL\Suitability\Amiodarone Suitability Petition 8mL. Dosage.doc N " 13




cer s at approximately 1.8
mg/mL prepared by using 450 mg Amiodarone are common when using an approved
regimen, the proposed 450 mg size offers the advantage of convenience (saves time

I.V. in 150 mg ampoules. Specifically, since dose concentration

and money), reduces the possibility of a dosing error (because the number of vials
required is less), and reduces the number of vial contact by medical personnel that "

could introduce microbial and/or pa contamination to the sterile product.

The proposed drug product size is intended for use only as described in the Indications

and Usage and Dosage and Administration sections of Gensia Sicor's draft package o ot
insert, provided in Attachment1. s S e o b

We believe that the information presented in this correspondence for ‘Amio,darc‘)héw e
Hydrochloride Injection supports our claim that the product size is suitable foran
abbreviated new drug application. ' : S , .

REFERENCES:

1. Package insert for Cordarone® L.V., Wyeth Ayeréf. Revised May7,1999 .

S\Amiodarone 9mL\Suitability\Amiodarone Suitability Petition oml Dosage.doc : ~ 14
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* of refractoriness. The antisympathetic action'and the block of calcium and potassium channels a

Oral up C <> ’ up up <-> up up

W |
Cordarone®

IntravenQus e
(amiodarone hydrochloride)
DESCRIPTION.

Cordarone Intravenous (Cordarone |.V.) contains amiodarone HGI (CasHaol 2NOs*HC), a class 1ll antiarrhythmic drug. Amiodarone HCl is (2-
butyl-3-benzofurany(i4-[2-(diethylamino)ethoxy]-3,5-diiodophenyl]methanone hydrochloride. Amiodarone HCI has the f wing structural
formula: ) ] T T : : R - = : M L

e} HC
Amiodarone HCl is a white to slightly yellow crystalline powder, and is very slightly soluble in water. It has a molecular weight of 681.78 and
containg 37.3% iodine by weight. Cordarone 1.V, is a sterile clear, pale-yellow solution visually free from particulates. Each milliliter of the
Cordarone |.V. formulation contai

CLINICAL PHARMACOLOGY
Mechanisms of Action

Amiodarone is generally considered a class Il antiarrhythmic drug, but it possesses electrophysiologic characteristics. of all four Vaughan

Williams classes. Like cla ugs, amiod;  blocks sodium channels at rapid pacing frequencies, and fike class Il drugs, it exerts a

noncompetifive ‘antisympathétic action. One f hprolonged administration, is to lengthen the cardiac action potential, a

class Il effect, The negative chronotropic.effect of amit nodal tissues is similar to the effect of class IV drugs. In addition to

blocking sodium channels, amiodarone blacks myocard ) channeéls, Which contributes o slowing of conduction and prolongation
) 3 | an: s are responsible for the negative dromotropic

prolongation of refractoriness in the atrioventricular (AV) node. Its
uently myocardial oxygen consumption. o ’

nd f

vasodilatory action can decreasé car

r the slowing of conduction ar
Kload and ct

prolongs intranodal condugtion (Atrial-His, AH) and refractoriness of the atrioventricular node (ERP AVN), but
Is cycle length (SCL), refractoriness of the right atriumrand right ventricle (ERP RA and ERP RV), repolarization
uction (QRS), and infranodal conduction (His-ventricular, HV). A comparison of the electrophysiologic effects of
‘one is shown in the table below.

Cordarone L.V, a
has little or.no
{QTe), intraventricular cc
Cordarone L.V, and oral C

Formulation‘ _

. mg of amiodarone HC, 20.2'mg of benzyl alcohol, 100 mg of polysorbate 80, and water for injection.

LV.

R

<> No change

At higher doses (>10 mg/kg) of Cordarone 1.V., prolongation of the ERP RV and modest prolongation of the QRS have been seen. These
i 2 “oral and intravenous administration suggest that the init ffects of Cordarone 1.V, may be predominantly

Amiodarone exhibits complex disposition characteristics after intravenous ad
15-minute intravenous infusions in healthy subjects range betweer ! nfu
Cordarorie L.V, in pat ith've rillatio ,

mg/L.” Due to rapid distribution, serum concentrations decline to 10% of peak values within 30 to 45 minutes after the end of the infusion. In

annel blockade (class IV

s with ventricular fibrillation (VF) or hemodynamically tinstable ventricular tachycardia (V
ns (125, 500, or 1000 mg/day) plus supplemental (1 nfusions (for recurfent”

arrhythmias), amiodarone mean sérum congentrations betwe: L were observed (n=260).

N-desethylamiodarone (DEA) is the major active metabolite of : arone in humans, DE/ m corcentr |
usually seen until after several days of continudus infusion but with proloriged therapy réach approximately the sam ficentration as
amiodarone. The enzymes responsible for the N-deethylation are believed 1o be the cytochrome P-450 3A (CYP3A) subfamily, principally
CYP3A4. This isozyme is present in both the liver and intestines. The highly Variable systemic availabiity of oral amiodarone may be
atiributed potentially to large interindividual variability in CYP3A4 activity. ~ - e T S o
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Amiodarone is eliminated primarily by hépatic metabolism :

atic My and biliary excretion and there is negiigible excretion of amiodarone or DEA in
urine. Neither amiodarone nor pg{\js E{%‘V?‘?Pl,e- Amiodarqne ‘and D o

he placghta ‘and both appear in breast milk.

DEA's precise role and contribution to the a
1ass 1) effects after gral

No data are available on the activity of DEA in humans, but in animals, it has significant electrophysiologic and antiarthythmic effects
generally simifar to amiodaror elf. e antiarrhythmic activity of oral amiodarone are not certain.
The development of maxim: inistration in humans correlates more closely with DEA
accumulation over time than hand (see CLINICAL TRIALS), after Cordarone V.
administration, there is evidenc ity well before significant coricentrations of DEA are attained.

-

The following table summarizes the mean

2 e

15 min) studies of healthy subjects.

PHARMACOKINETIC PROFILE AFTER LV.
" AMIODARONE ADMINISTRAT!

ranges of pharmacokinetic parameters of amiodarone reported in single dose i.v. (5 mg/kg over

Clearance V.

Drug : : (mL/h/kg) , (Lkg)

Amiodarone’ PR TG B
Desethylamiodar B

Notes: V¢ and V's

Vss¢ dy-state'Voliires of distribuion
“.-" denotes not available. T R

Desethylamiodarone clearance and volume involve an unknown biotransformation factor.

The systemic availability of oral amiodarorie in healthy subjects ranges between 33% and 65% '
From in vitro studies, the protein binding of amiodarone is >96%.

In clinical studies of 2 to 7 days, clearance of amiodarone after intravenous administration in patients with VT and VF ranged between 220
and 440 mL/hkg. Age, sex, renal disease, and hepatic disease (cirrhosis) do not have tarked effects on the disposition ‘of amiodarone or
DEA. Renal impairment does not influence the pharmacokinetics of amiodarone. After a single dose of Cordarone\.V. in cirrhotic patients,
significantly lower C., and average concentration values are seen fo l8an amiodarone levels are unchanged. Normal subjects
over 85 years of age show lowér clearances (about 100 mL/hr/kg : nL/hr ind an increase in 1y, from
about 20 10 47 days. In patients with ¢ left véntricular dysfunction, the pharmacokinetics o darone are not significantly aftered but
the terminal disposition t,, of DEA is prolonged. Although no dosage adjustment for patients wit! al, hépatic, or cardiac abnormalities
has been defined during chionic treatient with ‘oral Cordarone, close clinical monitoring is prudent for elderly patients and those with -
severe feft ventricular dysfunction. e s S oo s i R

se. Steady-state

There is no established relationship between drug concentration and therapeutic response for short-term intravenous use. Stead
j i ntiarrhythmic effects and acceptable toxicity foliowing chronic oral

amiodarone concentration 0 2.5 mg/L have been associated wi
Cordarone therapy. PR s s B

Pharmacodynamics

Cordarone IV, has been reported to produce negative inotropic and vasodilatory effects in animals and huma
patierits with refractory VF or hemodynamically unstable VT, treatment-emergert, drug-related hypotension o
{16%) treated with Cordarone 1.V, No correlations were seen between the base ine ejection fraction and ¥

significant hypotension during infusion of Cordarone 1.V, ’ B R

Clinical Trials

Apart from studies in patients with VT or VF, described below, there are two other studies of amiodarone showing an antiarrhythmic effect
before significant levels of DEA could hav umulated. A placebo-controlled ‘'study of i.v. amiodarong (300 fng over 2 hours followed by
1200 mg/day) in post-coronary-artery bypass graft patients with supraventricular and 2- to 3-consecutive-beat ventricular arrhythmias
showed a reduction in arrhythmias-from 12 hours on. A baseline-controlled study using a simifar i.v. régimen in patients with recurrent,
refractory VT/VF also showed rapid onset of antiarrhythimic activity, amiodarene therapy reduced episodes of VT by 85% compared to
baseline. i o g s

LV, in suppressing recurrent VF or hemodynamiéally unstable VT is supported by two randomized,
approximately 300 patients'each, In these studies, patients with at least two episades of VF or

The acute effectiveness of Col
paraliel, dose-response studies of these s ! tiw o
hemodynamically tnstable VT in the preceding 24 hours were randomly assigned to receive doses of approximately 125 or 1000 mg over
the first 24 hours, an 8-fold differer tudy, a middie dose of approximately 500 g was evaluated. The dose regimen consisted of
an initial rapid loading infusion, followed by a siower 6-hour loading infusion, and then an 18-hour mainte fusion. The maintenance
infusion was continued up to hour 48, Additional 10-minute infusions of 150 mg Cordarone 1.V. were given for "breakihrough’ VT/VF more
frequently to the 125-fng dose group, thereby considerably reducing the planned 8-fold differences in total
respectively, in the two studies. -

The prospectively defined primary efficacy end point was the rate of VT/VF episodes per hour, For both studies, the median rate was 0.02
episodes per hour in patients receiving the high dose and 0.07 episodes per hour in patients receiving the low dose, orapproximately 0.5
versus 1.7 episodes per day (p=0.07, 2-sided, in both studies). In one study, the time to first episode of VT/VF was significantly prolonged
(approximately 10 hours in patients receiving the low dose and 14 hours in patients recelving the high dose). In both studies, significantly
fewer supplemental infusions were given to patients in the high-dose group. Mortality was not affected in these’ studies; at the end of
double-blind therapy or after 48 hours, all patients were given open access to whatever treatment (including Cordarsneé [.V.) was deemed
necessary. o : .
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AMIODARONE HYDROCHLORIDE INJECTION

" INDICATIONS AND USAGE ~ °

Cordarone 1.V, treatment and prophylaxis of frequently recurring ventricular fibrillation modynamically T e

unstable ventricu ar s refractory to other therapy. Cordarone I.V. also can be used to treat patients with VT/VF for
whom oral Cord s indicated, but who are unable to take oral mqqi,cahgrn. During or after treatiment with Cordarone 1.V., patients may
1GN). X )

be transferred to oral Cordarone therapy (see DOSAGE AND ADMINIST!

re this

Cordarone 1.V. should be used for acut treatment until the patient's ventricular arrhythrmas Vayré' stabnhzed ‘M;)'st 6étie
therapy for 48 10 96 hours, but Cordarone V. may be safely administered for longer periods if necgssary.

CONTRAINDICATIONS

Cordarone 1.V, is contraindicated in patients with known hypersensitivity to any of the components of Cordarone V., or in patients with ™~~~
cardiogenic shock, marked sinus bradycardia, and second- or third-degree AV block unless a functioning pacemaker is available.

WARNINGS

Hypotension ; ' ’ C : P

als, ireatment-emergent, dkrug-related hypotension

Hypotension is the most common adverse effect seen with Cordarone 1.V. In clinical
1.V, Clinically significant hypotension during

was reported ag an advers 388 (16%) of 1836 patients treated with Cordar in
infusions was seen most 0 several hours of treatment and was d, bt appéared to be related o the rate of
infusion. Hypotension nece ng a in Cordarc Py WaE' % of patients, with permanel e
required in less than 2% of patients. Hypotension should nitially by slowing the infusion; additional standard t
needed, including the following: vasopressor drugs, positive inotropic agents, and volume expansion, The initial rate
be monitored closely and should not exceed that prescribed in DOSAGE AND ADMINISTRATION .

B s b g

erapy m
infusion should

e

Bradycardia and AV Block

Drug-related bradycardia accurred in 90 (4.9%) of 1836 patients in clinical trials wh

‘ , s while they were receiving Cordarone 1.V, for fife-threatening
VTNF; it was not dose-related, Bradycardia should be treated by slowing the infusion rate or discontinuing Cordarone 1.V, In'some patients, "

inserting a pacemaker is required, Despite such measures, bradycardia was progressive and terminalin 1 patient during the controlled
trials. Patients with : -predispositi ‘bradycardia or AV block should be treated with Cordarone LV. in a setting where a temporary

l.ong-Term Use

"Seé labaling for oral Cordarone, There has been limited ekperiencéin patients receiving Cordarone 1V, 161 longer than 3 weeks.

b A i

Neonatal Hypo- or Hyp,erthyroi’di.srp’ ‘

Although Cordarone use during pregnhancy is uncommon, there have b :
goiter/hypothyroidism and hyperthyroidism assaciated with i
patient should be apprised of the potential haz: T

ber of published teports of congenital pe
> A qun th

PRECAUTIONS

by physicians who are experienced in the treatment of Iifthhreéte_ning arrhythmias, who are

Cordarone 1.V, should be admini
3 s of Corq§59ne therapy, and who hkave access t s adeq ate jc»);‘ monitoring the

‘  be, ly
thoroughly familiar with the ris i
effectiveness and side effects of freat .

Liver Enzyme Elevations

Elevations of blood hepatic enzyme values--alanine aminotransferase (ALT), aspartate aminotransferase (AST), and gamma-glutamy!
transferase (GGT)--are geén gommonly in-patients With ir tely life-threatening VT/VF Interpreting elevated AST activity can be difficult
because the val nay be elevated in patients who have ecent myocardial infarction, congestive heart failure, or multiple electrical
defibrillations. Approximately 54% of patients receiving Cordarons 'V.'in clinical studies had baseline liver enzyme elevations, and 13% had
clinically significant elevations. In 81% of patients with both baseline and o rapy data available, the liver enzyime elevations either
improved during therapy or remained at baseline levels. Baseline abnormalities in hepatic enzymes are not a contraindication to treatment.

Two (2) cases of fatal hepatocellular necrosis after
and the other 60 years of age, were treated for atri

S Wi
recommended. Both patients developed hepatic and renal failure withi )
14 and day 4, respectively. Because these episodes of hepatic necrosis 1 ) en dut
related hypotension, the initial rate of infusion should be monitored closely and shoul
ADMINISTRATION. i e

of hepatic injury kého‘ul‘d be weighed against the potential benefit of Cordarone -
‘monitgred carefully for evidence of progressive hepatic injury. Consideration

rawing Cordarone |V, insuch cases. =~~~

In patients with life-threatening arrhythmias, the potential ri
1.V. therapy, but patients teceiving Cordarone L.V.
should be given to reducing the rate of administrati
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Proarrhythmia

Like all antiarrhythmic agents, Cordarone 1.V. may cause a worsening of existing arrhythmias or precipitate a new arrhythmia.
Proarrhythiiia, primarily torsades de pointes, has been associated with prolongation by Cordarone IV, of the QTC i 500 ms or
greater, Although QTG prolongation occurred frequently in patients r&cgiving Cordarone 1,V., torsades de pointes or fi t VF occurred
infrequently (less than 2%). Patients should be monitored for QTc prolongation during infusion with Cordarone IV, ‘

Pulmonary Disorders

ARDS

Two percent (2%) of patients were reported to have adult respiratory disire{ss syndrome (ARDS) during clinical studies, ARDS is a disorder
d 182 r

characterized by bilateral, difftise pulmonary infiltrates With pulmonary edema and varying degrees of respiratory insufficiency. The clinical
and radi phic picture can'arise after a variety of lung injuries; such as those resulting from trauma, ‘shock, prolonged cardiopuimonary
resuscitation, and aspiration pneumonia conditions presént in many of the patients envolled in the clinical studies, It is not possible to

determine what role, if any, Cor‘d\arqne‘l.v. played in causing or exacerbating the pulmonary ‘disorder in those patients.

Postoperatively, occurrences of ARDS have been reported in patients receiving oral Cordarone therapy who have undergone either cardiac

or noncardiac surgery. Although patients usually respond well to vigorous respiratory therapy, in‘rare instarices the outcome has been fatal.
il 3 =n performed, it is recommended that FiO, and the determinants of oxygen delivery to the tissties (€.g., Sa0,,

n patients on Cordarone. = TR T T PR IR T e i e : ;

Pulmonary fibrosis

Only 1 of more than 1000 patients treated with Cordarone |.V. in clinical studies developed pulmonary fibrosis. In that patient, the condition
was diagnosed 3 months af ent wi TV, "during Which time she received oral Cordarone. Pulmonary toxicity is a well-
recognized complication of long-term Cord: ' R B B e

seelabeling for oral Cordarone). . i

e
Surgery

Close perioperative monitoring is recommended in patients undergoing gen'eral anesthesia who are on amiodarone therapy as they may be

more sensitive to the myocardial dgpressant and conduction defects of halogenated inhalational

Drug Interactions

Amiodarone can inhibit metabolism mediated by cytochrome P-450 enzymes, probably accounting for the significant effects of oral
Cordarone (and préstimably Cordar Y 'on the pharmacokinetics of various therapeutic agents including digoxin, quinidine, e

procainamide, warfarin (CYP2C9), dextromethorphan (CYP2D6), and cyclosporine (CYP3A4). Hemodynamic and electrophysiologic
interactions hav 0 been observed after concomitant a ministration with propranolol, diltiazem, and verapamil. Conversely, agents
producing'a it Effect o ami ria pharmacokineti e phenytoin, cimetidine, and cholestyramine. Because of the long half-
life of amiodarone, drug interacti sersist long after discon i drug administration. Few data are available on )
interactions with Cordaréne 1.V, ‘noted, the following ta atize the important interactions between oral Cordarone and
other therapeutic agents. T S i 88 R e et 5 S5 o ’

SUMMARY OF DRUG INTERACTIONS WITH .
TGORDARONE i

_ Drugs Whose Effedts’"May Be Increased by Cordarone

S raction :

Concomitant Drug

Wararin__ § prothrombin fime.
Digoxin "Increases Serim Shcentration.
Quinidine ; Tncreases Serlim concentrati
Procainamide ' P hereases seram co
Disopyramide
Fentanyl
Flecainide : ini
Lidocaine “Oral: Sinus bradycardia was obse
lidocaine for local anesthesia.
topm T e
ated with
Cyclosporine E iy &

creatinine, des

SUMMARY OF DRUG IN
CORDAR

Drugs that May Interfere y\iith\

~teraction

Concomitant D
Cholestyramine
Cimetidine

Phenytoin

Bt arfiodaro
S5 STl 4miodarone levels.
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including con

o

Potential drug class interactions with Cordarone "~

Beta Blockers: Since Cordarone has w§ak beta blocking activity, use with beta blocking égents couldmcrease fisk o hy;ibtension and
bradycardia. I e : B # SR R S R R e ) RSN

fone inhibits atrioventricular conduction and decreases myocardial contractility, increasing the risk of AV

Calcium Channel Blockers: C
block with verapamil or di

ifiazem of of hypotension with any calcium channel biocker.

Volatile Anesthetic Agents:  (see PRECAUTIO!

Surgery).

In addition to the interactions noted above, 9!7!?9!","9 (2 weeks) oral Cordarone admi

e nter : mpairs metabolism of phenytoin,
dextromethorphan, and methotrexate. CEELILEL DI o

Electrolyte Disturbances

Patients with hypokalemia or hypomagnesemia should have the condition corrected whenever possible before being treated with Cordarone
1.V,, as these disorders can exaggeérate the degree of QTc prolorgation and increase the potential for torsades de pointes. Special attention
should be given to electrolyte’and acid-base balance in patients expetiencing severe or prolonged diarrhea or in patients receiving
concomitant diuretics. e .

Carcinogenesis, Mutagenesis, Impairment of Fertility
were conducted with Cord
thyroid tumors (follicular
] s

No carcinogenicity studies
increase in the inci
than the incidence
human maintenan

1.V, However, oral Cordarone caqsgg»a statistically significant, dose-related

carcinoma) in rats. The incidénice of thyroid fumors in rats was greater
ki imately 0.08 times the maximum recommended

Muitagenicity studies conducted with amiodarone !-iCI (Ames, migronucleus, and lysogenic indu’ction_tests) were hegative.

No fertility studies were conducted with Cordarone LV, How‘e‘ye»r, in a study in which amicdarone HO)

temale rats, beginning 9 weeks prior fo mating, reduced fertility was observed at a dose level of 90

maximum recommended human maintenance dose™).

*500 mg in a 50 kg patient (dose compared on a body surface area basis)
Pregnancy

Category D. See WARNINGS and, Neong«}gl’ﬂyquqrbHyperthyroidism .

In addition to'causing infrequent congenital goiter/hypothyroidism and hyperthyroidiérh, amiodarone has caused avanetyofadverse effects

in animals.

] given infravenously to rabbits at dosages of 5, 10, or 25 mg/kg per day (about 0.1, 0.3,
ed Ruman dose [MRHD] on a body surface are. is), maternal deaths occurred in all groups,
I { iriitested by fewer full creased resorptions with concomitantly fowér litter
sagesof 10 mg/kg and above. No evic icity Was obsetved at 5 mg/kg and fo teratogenicity was

weights) occlirred at dos |
observed at any dosages. ’

In a teratology study in which amiodarone was administered by continuous L. infusion to rats at dosages of 25, 50, or 100 mg/kg per day
(about 0.4, 0.7, and 1.4 times the MBHQ wi pared on a body surface area basis), materrial toxicity (as evidenced by reduced weight
gain and food consumption) and embryotoxicity (as évidenced by increased resorptions, decreased live litter size, reduced body weights,
and retarded sternuim ‘and metacarpal ossification) were observed in the 100 mg/kg group. T T

Cordarone I.V. should be used during pregnancy only if the potential benefit to the rbnc'),théymjuksﬁﬁés ‘the rigk to the fetus.

Nursing Mothers

man milk; suggesting that breast-feeding could expose ihe’ nursing infant to a sig'riificant dose of the drug.
rats”administere i  have demonstrated reduced viability and reduced body weight gains. The risk of
rstihe Potential Benefit of arthythmia stippression in the mother, The mother

Labor and Delivery

it is not known whether the use of Cordarone during labor or defivery has any immediate or delayed adverse effects. Preclinic
rodents have not shown any effect 5h the duration of gestation or on parturition. :

Pediatric Use

The safety and efficacy of Cordarone in the pediatric population have not béeh estabﬁshed;&hérefore, its use in pediatric patients is not
recommended, ’ h . ’ e

Cordarone 1.V, contains the preservative benzy! alcohol (see DESCRI PTION). There have been reports of fatal *gasping syndrome" in

£

neonates (children Tess than one month of age) following the administration of intravenous solutions containing the preseivative benzyl

alcohol.

Symptoms include a striking onset of gasping Vrespiraﬁon, hypotension, bradycardia, and carqipvaysqyiar’;cgﬁapse.

0019

rally administered to male and
u(_‘agl.pprqyximately 1.4 times the




jad

Gensia Sicor Pharmaceuticals, Inc.
'ANDA Suitability Petition

—

e Y e i e Ve IV  d e a2t V)

TUN

Geriatric Use

Clinical studies of Cordarc ! rs of subjects aged 65 and over to determine wh they respond
differently from younger s clinical experience has ot identified differences in responses betwe: he elderly and
younger patients. In general, dose selection for an elderly patient should be ‘cautious, usually starting at the low end of the dosing range,
reflecting the greater frequency of decreased hepatic, tenal, or cardiac function, and of ¢ohcomitant disease or other drug therapy.

ADVERSE REACTIONS

ials, 14% of patients received Cordarone LV. for at least 1 week, 5%
#nd 1% received it for more than 3 weeks, without an increased

in a total of 1836 patients in controlled and unc:
received it for at least 2 weeks, 2% received it foi

incidence of severe a sgetions. The mean duration y in these studies was 5.6 days; median exposiire was 3.7 days. :
The most important tréatment-emergent adverse effects were hypotension, asystoie/cardiac arrestiele echanical {(EMD), S
cardiogenic shock, congestive heart failure, bradycardia, fiver function test bnormalities, VT, and AV g A
discontinued for about 9% of the patients because of adverse effects The n [ discontinuation of

Cordarone 1.V, therapy were hypotension (1.6%), asystole/cardiac c shock (1%). oo

%) treatment-emergent adverse events during Cordarone 1.V. therapy considered
yeth-Ayerst clinical trials involving 1836 patients with life-threatening

jeetione of the adverse events appeared to be dose-related.

SUMMARY TABULATION OF TREATMENT-EMERGENT DRUG-RELATED STUDY EVENTS IN PATIENTS RECEIVING CORDARONE
T [V, IN CONTROLLED SRS o

The following table lists the mo
at least possibly drug-related. ¢
VT/VF. Data from all assigned treatmer

AND OPEN-LABEL STU
. =9% INCIDENCE)
Controlled Open-Label
Studies Studies : Total
Study Event (n=814) (n=1022)
Body as a Whole ) ’ ’ ' :
Fever ) 24 (2.9%) (2.0%)
Cardiovascular System R ’ *
Bradycardia ) i 49 (6.0%) 41 (4.0%) 90 (4.9%)
Congestive heart failure =~~~ 18 (2.2%) 21 (2:.0%) 39 (2.1%)
Heart amrest 297 (3.5%) 26 (2.56%) 55 {2.9%)
Hypotension 165 (20.2%) 123 (12.0%) 288 (15.6%)
Ventricular tachycardia 15 {1.8%) 2.9%) 45 {2.4%)
Digestive System ) ’ : :
Liver function tests abnormal 35 . - (4.2%) 29 (28%) 84 (3.4%)
Naugea = = TR oY (3.5%) 43 2%) 72 (3.9%)
T A o AR R T B
Other treatme ossibly drug-related adverse events reported in léss than q .

than 2% of p .
Ayerst controlled ¢ icontrolled studies included the following: abnormal kidney function, atrial fibrillation, diarrhea, increased ALT,
increased AST, lu Pa, iodal arthythimia, prolonged QT interval, respiratory disorder, shock, sifius bradycardia, Stevens-Johnson
syndrome, thrombocytopenia, VF, and vomiting.

In postmarketing surveillance, toxic epidermal necrolysis, pancytopenia, heutropenia, angioedema, and anaphylactic shock also has been .
reported with amiodarone therapy. ) : : g

OVERDOSAGE

ert 0 1.V. are hypotension, cardiogenic shock, bradycardia, AV block, and
hepatatoxicity. Hypotension and cardi i should be treated by slowing the infusion rate or with standard therapy: vasopressor
drugs, positive inotropic agents, and volume expansion. Bra rdia and AV block may require temporary pacing. Hepatic enzyme
concentrations should be monitored closely. Amiodarone is not dialyzable.

The most likely effects of an inady:

DOSAGE AND ADMINISTRATION

Amiodarone shows consi dividual variation in response. Thus, although a start'inyg dose adequéte 1o suppress life-threatening
arrhythmias IS needed, close mor g with adjustment of dose as needed is essential. The recommended starting dose of Cordarone 1.V.
is about 1000 mg over the first 24 hours of therapy, delivered by the following infusion regimen: AR e e e

CORDARONE V. DOSE RECOMMENDATIONS

- FIRST 24 HOURS -

Ag 6ver the FIRST 10 mi
Add 3 mL of Cordarone LV. 1
Infuse 100 mbL o 0 mi

tes (15 mgimin). R
1g) o 100 mL DW (concentration = 1.5 mg/mL).
Followed by Stow: ™~ 460 mg over the NE

18 ml of Cordarone 1.V. (900 mg) to 500 ML D,W (concentration = 1.8 mg/mL).
otre BE M),
ing infusion to 0.5 mg/min

Maintenance infusic
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e infusion rate of 0.5 mg/min (720°mg/24 hours) should be continued utilizing & concentration of 1

greater than 2 mg/mL should be admiriistered via a central venous catheter). In the event of v
ynamlcally unstable VT, 150-mg supplemental inflisions of Cordarone 1.V. mixed in 100 mL of DsW

] d b adml;fnstered over 10 minutes fo mlmmlze the polenl I for ypoténsion. The rate of the

* After the first 24 hours, the maintenaric
6

7
3

y be lndmduallzed each patnent however in conlrolled clrmc al t o
sed fisk of hypotensmn The le should not exct

The first 24-hour dose
associated with an in

i
jissoh

s

fup to 05 mg/mxn can'be cautlously continued for
here has been ||m|ted experience in patlents

Based on the experience from clinical studles of Cordarone l V a malntenance mlusn
2 16 3 weeks regardless of the pahenl‘ snal function, or left ventrlcular functron
receiving Cordarone LV. lor longer than 3 weeks

The surface properties of solutions. contaming injectable amiodarone are altered such that the drop size may be reduced. This
reduction may lead to underdosage “of fﬁg’bétlent by up to 30% |l drop c%?er infusfon Sets ﬁre used. Cordarone LV. must be

delivered by a ‘volumetric inf Usion pump.”

Cordarone 1.V. should, whenever possible, be administered through a central venous catheter dedrcated to that purpose An

g i
should be Used dunng admmlstratron

filter

Cordarone 1.V. concentrations greater than 3 mg/mL in DSW have been assocrated wnh a hlgh mcrdence ‘of penpheral vein phiebitis;
however, concentrations‘of 2.5 mg/ml or less appear to be less irritating. Therefore, for infusions longer than 1 hour, Cordarone I V
concentrations should not exceed 2 mg/mL unless a central venous catheter is used ‘ ‘ o

Guated glass o

Cordarone 1V, infusions exceeding 2 hours must be admmlstered in glass or polyolefrn bottles con aining ’
"Cor ot reoommended ncompatrblllty wrth a buffer inthe ontamer may cause precipitation. e

contamers

it is well known that amiodarone adsorbs 1o polyvinyl chlonde (PVC) tubmg and the cllmcal
to account for this. adsorption. All of it
i f

dose” admmlstranon schedule was desrgned
cal trials were conducted using PVC tubing and its use is | 3

| provided in DOSAGE AND ADMINISTRATION reflect dose id
that the recommend egtmen be followed closely -

s. It is important

Cordarone LV. has been
tubing). The dégrée’ “of
DOSAGE AND ADMlNlS RATlON

each out plasticizers, |ncludmg DEHP [dl (2—ethylhexy|) phthalate] from intravenous tubing (including PVC

Tk S

reases Wwhen infusing Co darone 1. V at hrgher concenlrauons and lower flow rates than provrded |n

Cordarone 1.V, dogs not need to be protected from llght dunng admrmstralron m———

AM!ODARONE HCI SOLUT!ON STABlLITY

ki Py g LR - Conoentl'atlon ' A BN e 0 S A S - ) ) -
Solution ) : S (mg[mL) ) Contemer ‘ _ Comments k ’
5% Dextrose in Water (D)~ T pyC T hysically compatile,
- _with amiodarone loss <1 0%
_ e i . at 2 houfs: ’
5% Dextrose in Waler (DsW) 1060 T Polyolefin, Glass ~ y GO

P
with no amiodarone loss
at 24 hours. e E I -

Admixture Incompatibility

Cordarone |.V. in DsW is mcompatlble w1th the drugs shown below '

Y-SITE INJECTION INCOMPATIBILITY S P
Drug Vehicle Arniodar on 7 Comments
Aminophyliine W “Predipitata ‘ i
Cefamandole Nafate™™" = Pracipiate i i
Cefazolin Sodiur  Pracipiate T
Mezlocillin Sodium Precipitate e

Heparin Sodium "
Sodium Bicarbonate’ "

Intravenous to Oral ,'l"rgrlsitlon

suppressed by Cordarone | V may be swrtched 1o oral Cordarone. The optirmal dosé for changifia
ordaronie will depend on the dosg of Cordaro al y administéred, as well as the
iging 10 oral Cordarone therapy, chmcal momto g is reoommended particularly for elderly

Patients whose arrhythmias have
from intravenous to oral admlmstral
bioavailability of oral Cordarone
patients.

The following table provides suggested doses of oral Cordarone to be initiated after varymg durations of Cordarong 1.V. a
Thesé recommendations are, made onthe g arable total body

routes, based on 50% bioavailabili bty of oral amiod

inistration.
of amlodarone delrvered by the mtravenous and oral

TR
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'RECOMMENDATIONS FOR ORAL

DOSAGE AFTER LV,INFUSION "~ =7 e
Duration of ) Initial Daily Dose of ) o
Cordaronelv Infusron# ) : ) O[alc
ST e
‘ 1--3 weeks _
“S3weekst

# Assuming a 720 mg/day “infusion (0.5 mg7m|n)

*Cordarone . V is not mtended for mamtenance treatment
e

HOW SUPPLIED »
Cordarone® 1.V. {amiodarone HCl) is avallabha in packages of 10 ampuls 2 cartona each cyon,taining 5 ampuls), 3 mL each, as follows:
50 mg per mL, NDC 0008-0814-01. ; .

Store at room temperature, 15° to 25°C (59° 1o 77°F)

Protect from light and excessive heat g
Use carton to protect contents from | light untif used. ; S o e R -

Manufactured by:

Wyeth Laboratories

A Wyeth-Ayerst Comparly
Philadelphia, PA 19101

by arrangement with Sanofi S.A.

C 50324  Revised October 27,2000 o B o B
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